constraints of available data, we attempted to adjust our sample sizes according the regional We previously demonstrated effects of population expansion, linkage, and purifying selection on 3 0 3 M.tb genetic diversity (Pepperell et al. 2013 ). Given these previous observations, we were rates. BEAST also consistently produced similar BF support for rates estimated from data 3 1 6 simulated under symmetrical migration models (i.e., those with global M = 0.5 or 0.0). Our 3 1 7 simulations thus suggest that consistent purifying selection is unlikely to dramatically affect 3 1 8 estimates of, or support for, migration rates between populations in these scenarios. (table 1, fig. 4, fig. S6 ). There is a modest preference for Western Africa over Eastern 3 3 0 Africa (54% versus 38% inferred probability), likely due to the early branching West African We infer L1 to be the first lineage that emerged out of Africa; L1 is currently concentrated in 3 3 5 regions bordering the Indian Ocean from Eastern Africa to Melanesia ( fig. 1 ). In our 3 3 6 phylogeographic reconstruction, the genesis of this lineage traces to migration from Eastern 3 3 7
Africa to Southern Asia at some point between the 3 rd millennium and 4 th century BCE, with 3 3 8 subsequent dispersal occurring out of the Indian subcontinent. Our results suggest that the 3 3 9
early history of L1 was characterized by high levels of migration, particularly between Southern 3 4 0
Asia and Eastern Africa, and between Southern Asia and South Eastern Asia ( fig. 3, fig. S11 ).
4 1
The geographic distribution of L1, the timing of its emergence and spread, as well as patterns of In contrast to L1 and L2, L3 appears to have had relatively low rates of migration throughout its 3 6 8 history ( fig. 3) . The contemporary geographic range of L3 is also narrower, extending east from 3 6 9
Northern Africa through Western Asia to the Indian subcontinent ( fig. 1) 
0 4
Here we note bacterial population growth preceded geographic range expansion in L4 ~ca. 15 should not be interpreted as direct reflections of historical changes in census population size.
6 5
We did not detect an effect of purifying selection on inference of migration in our three 4 6 6 population simulation analyses ( fig. S16, fig. S17 ), but differences in the strength of purifying 4 6 7 selection could contribute to the lineage-specific differences we observed in the size of inferred isolates collected from 51 countries and all seven described lineages represented, it has some 4 7 5 important limitations. We did not attempt to estimate the rate or timescale of M.tb evolution,
7 6
instead relying on published rates that were calibrated with ancient DNA. This is an active area We note that our sample necessarily contains a large number of drug-resistant isolates as these 5 2 8
are more commonly sequenced. We also acknowledge that the studies we draw genomes from 5 2 9
may have been subject to other sampling biases for which we are unaware. the estimated height of nodes (e.g., R 2 > 0.97; fig S18) . Bayesian Structured Coalescent Approximation. PLoS Genet 11:e1005421. 8 3 7
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genetics and genomics. BMC Genet. 13:27. 8 3 9
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